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TILMICOSIN PHOSPHATE INJECTION 
‘/ 

/i 
I. GENERAL INFORMATION // /j 

PMF Number: 54 
/I 

Sponsor: 9 
sq1 

Cd 
Ufi 

“g 

Accepted Name: 
ii 

‘;I 

Supplemental Effects: 4 
f$ 
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Minor Species Classification Sii 
Pii 
VA 
df 
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II. INDICATION FOR USE i/ 

i/ 
Tilmicosin injection is indicated,! 
Pasteurella (Mannheimia) haemo 

ii 
/j 

III. I! DOSAGE FORM, ROUTE 0 /i. 

A. Dosage Form: Tilmicosin Inj 
I’ 

B. Route of Administration: SI$ 

C. Recommended Dosage: Adm 
0fl;o 

D. Recommended Dosage Rate: i( 

II 

j/ 
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TILMICOSIN PHOSPHATE INJECTION i 

IV. EFFECTIVENESS 

Section 514.1(d) of Title 21 of thk 
extrapolation of data from a maj$ 
of section 5 12 of the Federal Foot 
effectiveness of a new animal drib 
and a closely-related approved nil 
determination of effectiveness, co 
to Satis- the Requirements of S$ 
Drugs (FDAK’VM April 1986). 1 
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A summary of a study demonstrai 
injection in cattle and sheep is p$ 

. // 
A. Type of Study: Pharmacoklnr 

Sheep and Cattle i/ 
il 

B. Narne and Address of Investig 
Il. 

Drs. Sanja Modric and Alistai 
Department of Physiologically 
College of Veterinary Medic!: 
University of Florida, P.O. Bc 
Gainesville, Florida 32610 /I 

C. 
Il. 

General Design of the Invest11 
/ 

1) Purpose of the study: Td 
serum of sheep and cattle 
at a dose of 10 mg/kg bod 
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this study. The animals h 
months prior to the initiat 
2 to 6 years. The body ” 
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combinati n of data from sheep (a minor species) 
)r species (catt e) were used to support TIie 
;istent with th Guidelines for the Preparation of Data 

1L wz $12 of the ict Regarding Minor Use of Animal 
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llowing a sin 
weight. 

:d non-pregm it adult female sheep were allocated for 
i been acclim; ted at the University of Florida for six 
n ofthe study The animals ranged in age from 
;hts ranged fi Irn 120 to 170 pounds. 

,ently weaned 
,climated for I 
n 2 to 3 year! 
1 sheep were i 

:ep experimer 
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:a hive pharrnacokinetics of tilmicosin 

3 1 :odynamic Properties of Tilmicosin in 

.un concentrations of tilmicosin in 
;le subcutaneous injection of tilmicosin 

of their calves were allocated for this 
NO months prior to the start of the study. 

The body weights ranged from 865 to 
lentified by ear tags. 

j: j 

; was a cross-over design with animals 
DO (saline) groups. Following a two- 
rersed. Tilmicosin was administered 
dose of 10 mg/kg body weight for the 
m equivalent volume of saline was 
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each animal according to the 
following schedule: 0 min,lhr,1.5hr,2hr,3hr,4hr,5hr, 
6hr,8hr, lOhr, 12hr, hr, 48 hr, 60 hr, 72 hr, and 96 hr. 

. 
- 

each of the specified timepoints, 
cardiopulmonary measur systolic, diastolic, and mean blood 
pressure), daily physical atory rate, heart rate, body 

petite, elimination, behavior, and 

D. Results: 

Pharmacokinetic data analys 

file measured from time zero to the 
at or above the limit of 

stimates were based upon the 
trapezoidal rule. 

e infinity based upon the equation: 
t concentration at or above the limit 

the terminal slope of the 1nC vs 

TlI2 = 0.693/p 

compared to cattle, as indicated by the 

noted in TMAX. 
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TILMICOSIN PHOSPHATE INJECCION 

1 Table 4.1. Summary of Pha,, 

I’ /I 

When the logarithmic concen 
resulting curves for the sheep 
two-compartment body mode 
differences in both rate of a& 
sheep, tilmicosin was absorbk 
longer duration of time as cdi 
was significantly higher in sh 
of tilmicosin are based upon’t 
concentrations suggest that th 
cattle. Moreover, since maxkr 
to sheep, it is determined that 
in total drug exposure when v 

Cardiovascular Effects: A t-k 
compare each cardiovasculd 

In the statistical analysis, the 
systolic and mean blood pre# 
pressure. During both placel) 
significantly as a function ofi, 

// The data show that the heart) 
animals, except for the first k 
there was no significant diffe: 
sheep. The effect of time w !A I 
significant difference in the 11 
effect of tilmicosin on the he: 
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EFFECTIVENESS 

1es for Tilmicosin in Sheep and Cattle 
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1.40 

osin were plotted against time, the 
;ted of two distinct parts, indicating a 
In profiles of tilmicosin showed 
.inal rate of drug elimination. For 
jut concentrations were maintained for a 
Therefore, exposure after a single dose 
to cattle. Since the therapeutic effects 
this difference in serum tilmicosin 
: of comparable efficacy in sheep and 
ons were greater in cattle as compared 
ill not be compromised by the increase 
inistered as a single dose. 

neasures ANOVA was performed to 
en the tilmicosin- and saline-treated sheep. 

nt was found to be significant for the 
; not significant for the diastolic blood 
lted conditions, blood pressure varied 

slightly increased in tilmicosin-treated 
However, in the statistical analysis, 
e between the treated and non-treated 
10th treatment groups. There was no 
tment and time in the analysis of the 
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TILMICOSIN PHOSPHATE INJECTION 

Statistical analysis revealed 
rate. The effect of time was kc 
there was a notable decrease !I 
interaction between the treat& 
on the respiratory rate in shell 

j/ 
Blood Chemistry and Hemati 
hematology results fell within 
and chemistry analyses were/b 
treatment in both sheep treat& 

II 
Statistical analysis using the 6 
was no significant effect of 
analysis. 

E. Conclusion: 

The comparative 
that the target animal 
cattle when tilmicosin is 
10 mg/kg. 

In this study, using the labeler 
route of injection, no advers{/ 
heart rate, or respiratory ratei: 
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EFFECTIVENESS 

St of tilmicosin on the sheep respiratory 
icant in both treatment groups, so that 
over time. There was no $gnificant 

he analysis of the effects-of tilmicosin 

d Cattle: Initial blood chemistry and 
es for each species. Samples for CBC 
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measures ANOVA revealed that there 
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V. TARGET ANIMAL SAFETY; 

Target animal safety of tilmicos 1 : 
described above under Effectivei 
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rate of sheep treated once by a s: 
indicate that tilmicosin can be ui 

11 
/ 
/I 
// 

/’ 

/I 

ii 
/ j 

j j 
I/ 
I j 

‘I 

PMF 5673 

Naz 
is. 
,bs 
:‘.a: 
sa 

leterminc 
lone’of tl 
ved on b 
eous injc 
ly in she 

i 

TARGET ANIMAL SAFETY 

during the pharmacokinetic study 
animals died during the study and no 
od pressure, heart rate, or-respiratory 
ion of 10 mg/kg dose. The results 
at the recommended dose. 
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TILMICOSIN PHOSPHATE INJECCION 

VI. AGENCY CONCLUSIONS 

The data submitted in this public 
’ effectiveness, target animal safety. 

Food, Drug, and Cosmetic Act wil 
injection for the treatment of she& 
Pasteurella (Mannheimia) haembi 
under 21 CFR 5 14.1 (d)( l)(ii). Th 
regulation, and FDA’s “Guidance 
of Section 5 12 of the Act Regardir 
will consider this information aldk 
may be filed for this use of tilmidk 

I/ 
Under FDA National Environmen 
21 CFR 25.33(d)(4) provides a cat 
Environmental Assessment (EA)! k 
approved for use in another or the 
practices are used. The Agency z!$ 
management practices for sheep # 
claim a categorical exclusion unde 
that to the applicant’s knowledge! 
exist. It is assumed that the applik 
extraordinary circumstances exrs *t’ ; 

il 

FDA is publishing a notice of avai 
animal drug applications (NADAs 
by the PMF. Sponsors of NADA’ 
authorization, reference the PMF’t 
21 CFR514.l(d). AnNADAori 
reference to the PMF, animal drug 
such as data supporting extrapolat: 
approved or authorized reference’\ 
facilities, and controls; data con&: 
potential environmental impacts i 
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AGENCY CONCLUSIONS 

) are supporting information for the 
ltal data required by Section 5 12 of the 
lroposed use of tilmicosinghosphate 
:ase (pneumonia) associated with 
: a minor species of animals defined 
meet the requirements of that 
on of Data to Satisfy the Requirements 
Animal Drugs” (April 1986). FDA 
uired data as support for NADAs that 
jection in sheep. 

[EPA) regulations, section 
In from the requirement to prepare an 
, when the drug has been previously 
lere similar animal management 
u-e a minor species and that the 
I goats or cattle. An applicant may 
:d)(4) provided the applicant can state 
. 15, no extraordinary circumstances 
easonable effort to determine that no 

MF to encourage sponsors to file new 
jhosphate injection for the use covered 
11 NADA’s may, without further 
ral of an application filed under 
DA must include, in addition to 
ler information needed for approval, 
species in which the drug is currently 

L concerning manufacturing methods, 
d safety; and information addressing 
ing process. 

: in cattle (21 CFR 522.2471), as a 
g/kg body weight. 


